Introduction Sedentary time and time spent in various intensity-specific physical activity are co-dependent, and increasing time spent in one behaviour requires decreased time in another. Objective The aim of the present study was to examine the theoretical associations with reallocating time between categories of intensities and cardiometabolic risk factors in a large and heterogeneous sample of children and adolescents. Methods We analysed pooled data from 13 studies comprising 18,200 children and adolescents aged 4-18 years from the International Children's Accelerometry Database (ICAD). Waist-mounted accelerometers measured sedentary time, light physical activity (LPA) and moderateto-vigorous physical activity (MVPA). Cardiometabolic risk factors included waist circumference (WC), systolic blood pressure (SBP), fasting high-and low-density lipoprotein cholesterol (HDL-C and LDL-C), triglycerides, insulin, and glucose. Associations of reallocating time between the various intensity categories with cardiometabolic risk factors were explored using isotemporal substitution modelling. Results Replacing 10 min of sedentary time with 10 min of MVPA showed favourable associations with WC, SBP, LDL-C, insulin, triglycerides, and glucose; the greatest magnitude was observed for insulin (reduction of 2-4%), WC (reduction of 0.5-1%), and triglycerides (1-2%). In addition, replacing 10 min of sedentary time with an equal amount of LPA showed beneficial associations with WC, although only in adolescents. 
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Introduction
Substituting sedentary time with equal amounts of light physical activity (LPA) or moderate-to-vigorous physical activity (MVPA) and its association with metabolic risk has previously been examined in adults [1] . Generally, these findings indicate that MVPA is the most potent health-enhancing, time-dependent behaviour, while additional benefits are conferred from light-intensity activities when reallocated from sedentary time; however, whether these observations are applicable to children and adolescents is less clear. Replacing time spent sedentary (i.e. 30 min/day) with time spent in MVPA appears favourably associated with markers of adiposity [2, 3] ; however, the substitution effects of replacing sedentary time with an equal amount of LPA or MVPA on cardiometabolic risk factors in youth is unknown. Understanding these associations is crucial to inform interventions aimed at reducing sedentary time as well as public health guidelines and policy in children and adolescents, and set the agenda for more precise guidelines for sedentary time in young people that are less well-developed in many countries than physical activity guidelines.
Therefore, the aim of the present study was to examine the theoretical effects of reallocating time between categories of intensities across the intensity spectrum, on markers of cardiometabolic risk factors in a large and heterogeneous sample of children and adolescents in which sedentary time and physical activity were objectively measured in a standardised manner.
Methods

Study Design
The International Children's Accelerometry Database (ICAD; http://www.mrc-epid.cam.ac.uk/research/studies/ icad/) is a pooled database containing accelerometer-determined physical activity and sedentary time in children and adolescents from 21 studies from 10 different countries. The aims, design, study selection, inclusion criteria and methods of the ICAD have been described previously [4] .
Participants
For the current analyses, we used data in children and adolescents aged 4-18 years from 13 studies across Australia, Europe, and the US. All included studies provided data on accelerometer-determined sedentary time and physical activity in combination with at least one of the cardiometabolic risk factors of interest. Data collection was performed between 1998 and 2009.
Assessment of Physical Activity and Sedentary Time
A detailed description of the assessment of physical activity and sedentary time is available elsewhere [4] . Briefly, all raw accelerometer files from all studies included in the ICAD were reprocessed and reanalysed in order to produce physical activity and sedentary time variables that were directly comparable across studies, using specifically developed and commercially available software (KineSoft version 3.3.20, Saskatchewan, Canada; http://www.kinesoft.org). The accelerometer data files from participating studies were reintegrated to 60-s epochs, and non-wear periods were identified (and excluded from further analysis) by scanning the data array for periods of at least 60 min of consecutive zeros (allowing for 2 min of non-zero interruptions). The inclusion criteria for accelerometer data were a valid wear time of C 10 h per day and C 1 day of valid accelerometer data. Individuals with more than 16 h of valid wear time per day were excluded from the analysis as this indicates that the monitor was worn overnight. Intensity thresholds corresponding to sedentary time, LPA and MVPA were derived using the cut-points published by Evenson et al. [5] . Minutes per day spent sedentary and in LPA and MVPA were calculated by summing all minutes where the activity count met the criterion for that intensity, divided by the number of valid days.
Assessment of Anthropometry and Cardiometabolic Risk Factor Outcomes
Trained personnel measured height and weight by standardised techniques across all studies. We calculated body mass index (BMI) as weight (kilograms) divided by height (metres) squared. For descriptive purposes, we further categorised individuals as normal weight, overweight, and obese based on age-and sex-specific cut-offs [6] . Underweight participants (7% of the participants) were combined with the normal-weight group. Seven cardiometabolic variables were used as outcomes: abdominal adiposity (waist circumference [WC]) from 13 studies [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] , resting systolic blood pressure (SBP) from seven studies [7, 9-12, 15, 16] , and lipid and glucose metabolism (triglycerides, high-density lipoprotein cholesterol [HDL-C], low-density lipoprotein cholesterol [LDL-C], insulin, and glucose) from seven studies [9-11, 15, 16] . WC was measured with anthropometrical tape around the umbilicus at the end of a normal expiration, [8] except in the National Health and Nutrition Examination Survey (NHANES), where WC was measured just above the iliac crest at the mid-axillary line using similar equipment [16] . All blood pressure measurements were performed in a rested condition using manual or automatic methods and recorded as the average of two, three or four recordings. One study [7] used the DinaMap 9301 vital signs monitor, five studies [9, 10] used the Dinamap XL vital signs monitor, one study [13] used a digital Omron sphygmomanometer and two studies [15, 16] used manual mercury sphygmomanometers. All blood samples were drawn from individuals in a fasted state.
Statistical Analyses
In order to model the effects of reallocating time between sedentary time, LPA, and MVPA on cardiometabolic risk factors, we used a three-step isotemporal substitution modelling approach. Prior to employing the models, time spent being sedentary or active (LPA and MVPA) was divided by a constant of 10, so that the regression coefficients consistently represent the reallocation of 10 min/day between the various intensity categories. The absolute values of the coefficients will vary if the analyses are performed using different time increments (for example, 1, 30, or 60 min/day) but the direction and relative magnitude of the associations will be identical. First, we examined the association between each of the exposure variables (i.e. time spent sedentary, or in LPA or MVPA) with the individual cardiometabolic risk factors using single-factor models in order to examine the total effect for each behaviour. Second, we used partition models to examine the associations of each exposure variable while controlling for the other exposure variables. We omitted monitor wear time from the partition models because monitor wear time is, by default, the sum of sedentary and active time. Finally, we used isotemporal substitution models to examine the estimated effects of replacing time spent in one behaviour with an equal amount of time spent in another, while keeping monitor wear time constant, by dropping the behaviour of interest from the model. For example, when demonstrating the association between reallocating sedentary time to active time (LPA or MVPA) and the various cardiometabolic risk factors, sedentary time was excluded from the model, while LPA, MVPA, and monitor wear time were kept constant. Using this approach, Table 2 Theoretical change in waist circumference (cm) of reallocating 10 min/day between sedentary time, light physical activity and moderate-to-vigorous physical activity among children, adolescent, and older adolescents the regression coefficient for the intensity domains kept in the model (e.g. MVPA) represents the theoretical effect of reallocating an equal amount of time spent in that intensity domain for the same amount of time of the intensity domain excluded (e.g. sedentary time) from the model [17] . The regression coefficients are presented as absolute values and in relative terms. None of the isotemporal models compromised assumptions of linear regression. The highest observed mean variance inflation factor (VIF) was 1.75, and the lowest tolerance statistic was [ 0.62, indicating that multicollinearity was not present.
Participants were recruited from different studies across different countries. We used StataCorp's xtreg re command (generalised least-square random effects), with study as the panel variable (xtset) and cluster variable (vce cluster option), in all models to obtain robust variance estimations. Due to the large age range in the ICAD database and the known variability in cardiometabolic risk factors by age and pubertal status, individuals were categorised as children (\ 10 years), adolescents (10 to \ 15 years), and older adolescents (C 15 years). In initial analyses, we fitted interaction terms to assess whether sex modified associations between the cardiometabolic risk factors and MVPA within the age categories. We did not observe any significant interactions by sex and therefore combined analysis across sexes, but adjusted for sex. All models were further adjusted for WC, except when it was an outcome variable. The statistical level was set at p \ 0.05, and was two-sided. All analyses were cross-sectional and were performed using Stata 13.1 (StataCorp. 2013. Stata Statistical Software: TX: StataCorp LP). Table 1 presents the descriptive characteristics of the sample stratified by age group. In total, 18,200 individuals with a mean (standard deviation) age of 11.1 years (2.7) [52% females] were included. Based on age-and sexspecific cut-offs for weight status, 25% of the sample was classified as either overweight or obese (20% of the girls and 27% of the boys). Participants wore accelerometers for an average of 13.2 h (1.1) per day, and spent 47% of the time being sedentary, 45% of the time in LPA, and 7% of the time in MVPA. Reallocating 10 min of daily sedentary time to 10 min of daily MVPA was associated with a reduction in WC across all age groups (Table 2 ). In children, reallocating 10 min of daily sedentary time to MVPA was associated with a lowering of WC of 0.5% relative to the mean WC in that age group (b = -0.29 cm, 95% confidence interval [CI] -0.52 to -0.06). In adolescents and older adolescents, reallocating 10 min of sedentary time to MVPA was associated with a 0.9% (b = -0.59 cm, 95% CI -0.70 to -0.48) and 1.0% (b = -0.81 cm, 95% CI -1.34 to -0.29) lower WC, respectively. Reallocating sedentary time to LPA was associated with lower WC in adolescents only, but the magnitude of the association was small (\ 0.1%).
Results
Reallocating sedentary time to either LPA or MVPA was associated with lower SBP among adolescents, but not in children and older adolescents (Table 3) . Reallocating 10 min of daily sedentary time to MVPA was associated with an absolute lowering of SBP of 0.08 mmHg (95% CI -0.14 to -0.03) in the adolescent group, equal to a relative lowering of SBP of 0.1%.
Reallocating time from sedentary to active time was not associated with HDL-C, however replacing LPA with MVPA yielded a small but significantly relative higher HDL-C of 0.7% (b = 0.01 mmol/L, 95% CI 0.00-0.02) in the youngest age group (Table 4) . Reallocating time between sedentary and active time was favourably associated with LDL-C among children and adolescents, showing a 0.9% (b = -0.02 mmol/L, 95% CI -0.03 to -0.01) and 0.5% (b = -0.01 mmol/L, 95% CI -0.03 to -0.00) lower LDL-C, respectively, when replacing sedentary time with MVPA (Table 5) . Reallocating sedentary time to LPA unexpectedly showed a small, undesirable positive association with LDL-C in the two youngest age groups. Reallocating 10 min of daily sedentary time to MVPA was favourably associated with 2.2% lower triglycerides (b = -0.02 mmol/L, 95% CI -0.03 to -0.01) in the adolescent group (Table 6) .
Reallocating sedentary time to LPA or MVPA was favourably associated with insulin in the youngest age group. In this group, reallocating 10 min of daily sedentary time to MVPA was associated with a 2.4% (b = -0.85 mmol/L, 95% CI -1.61 to -0.09) lower fasting insulin ( Table 7 ). The variable insulin was skewed, but analyses of the log transformed values showed similar patterns, with the only meaningful exception being that the nonsignificant negative association of reallocating sedentary time to MVPA for the adolescents group became significant. Lastly, reallocating sedentary time to MVPA was favourably associated with glucose in the two oldest age groups (Table 8 ). Reallocating 10 min of sedentary time to MVPA was associated with a 0.4% lower fasting glucose for adolescents (b = -0.02 mmol/L, 95% CI -0.03 to -0.00) and older adolescents (b = -0.02 mmol/L, 95% CI -0.03 to -0.00). In the oldest age group, reallocating sedentary time to LPA was also favourably associated with glucose, but the order of magnitude was small (\ 0.1%).
Discussion
We examined the theoretical effects of reallocating time between sedentary and active behaviours on seven commonly reported cardiometabolic risk factors in children and adolescents. Our results suggest, with some exceptions, that the intensity of activity required for health benefits needs to be of at least moderate intensity to influence cardiometabolic risk factors in children and adolescents. These findings support the current physical recommendations focusing on the health-enhancing effects of at least moderate physical activity. The magnitude of associations when examining the effect of reallocating sedentary time to MVPA on WC corroborates previous observations in comparable age groups. Studies have shown that reallocating 30 min of sedentary time per day to MVPA was associated with a 1.3 cm reduction in WC in a sample of Portuguese children [3] , and reallocating 60 min/day of sedentary time to MVPA was associated with a 3.8 cm lower WC in a sample of American children [18] . In comparison, the observed lowering of WC would be 3.0 cm if we examined the reallocation of 60 min of MVPA instead of 10 min. In the present study, we show the beneficial associations of replacing 10 min of sedentary time with MVPA in order to illustrate the beneficial association of a feasible reallocation of time. Reallocating 60 min of sedentary time to MVPA would, for the 9-year-olds in the included sample, mean an average relative increase in MVPA by 111%, which might not be possible. The more feasible reallocation of 10 min is of relevance to public health as childhood obesity is a risk factor for atherosclerosis and is associated with increased mortality due to cardiovascular disease in Table 5 Theoretical change in low-density lipoprotein cholesterol (mmol/L) of reallocating 10 min/day between sedentary time, light physical activity and moderate-to-vigorous physical activity among children, adolescents and older adolescents adulthood [19] . Furthermore, childhood obesity is associated with a clustering of risk factors, such as elevated blood pressure, triglycerides, (reduced) HDL-C and LDL-C, and insulin [20] , independent of the definition used for obesity and the methods used for central body fat deposition in children and adolescents [21] . The present study showed beneficial, albeit small, associations with reallocating sedentary time to MVPA on SBP, independent of WC, among adolescents. The primary and secondary preventive effects of physical activity on both normo-and hypertensive adults are well-established, but are less clear in children and adolescents. Although the magnitude of associations were small, our observation is novel as it has been suggested that physical activity may not affect BP values in normotensive adolescents [22] . We speculate that the lack of beneficial associations for BP in the youngest and oldest age groups, as well as the modest magnitude of associations, might be attributed to not including vigorous intensity physical activity as a separate component of the physical activity intensity spectrum. Furthermore, the potential underestimation of vigorous physical activity when using 60-s epochs in paediatric samples might further attenuate the associations as studies have indicated that interventions aimed at reducing SBP in normotensive adolescents should involve vigorous physical activity [23] .
The included risk factors reflecting lipid (HDL-C, LDL-C, and triglycerides) and carbohydrate metabolism (glucose and fasting insulin) showed similar patterns of associations with the exposures. Although the associations were significant, relative sizes (0.1-1.0%) were small and must be interpreted with caution. Observational studies in young people most commonly show weak associations between physical activity and markers of lipid metabolism [24] ; however, beneficial associations are usually observed in intervention studies where interventions proved effective in increasing aerobic fitness [25, 26] . For some of the cardiometabolic risk factors (insulin in the youngest age group; LDL-C and glucose among the oldest age group), reallocating sedentary time into LPA was associated with a worsening of the cardiometabolic risk factor. Although these associations were weak (\ 0.1%), and thus of less clinical importance, they were unexpected and might not represent true effects. They might be chance findings or more likely due to misclassification of LPA and sedentary time [27, 28] . Both Kwon et al. [29] and Carson et al. [30] showed consistently stronger associations between LPA and adiposity using higher versus lower cut-points for LPA, indicating that the cut-point used in our study for LPA might not adequately differentiate between sedentary time and LPA. Several limitations and strengths warrant mentioning when interpreting the findings of our study. The crosssectional design of the analyses limits establishing causal relationships. However, with the exception for WC, it is unlikely that metabolic risk factors lead to lower levels of physical activity, whereas it is biologically plausible that LPA, and specifically MVPA, affect the metabolic risk factors. Indeed, previous studies have suggested an inverse association between MVPA and cardiometabolic risk factors independent of sedentary time, adiposity and other confounders [31] . Furthermore, well-known limitations associated with accelerometers may affect the results. These include the use of 60-s epoch periods, which may underestimate MVPA in children and adolescents, and the fact that the hip-worn accelerometers do not differentiate between standing and sitting, which are two inherently different behaviours. Furthermore, activities with little or no vertical movement of the hip (e.g. bicycling), as well as water-based activities (when the monitor was removed), are likely to be misclassified. Although random measurement error attenuates, rather than biases, observed associations, we cannot rule out regression dilution bias due to unmeasured activities such as bicycling (e.g. frequent cyclers having lower accelerometer-determined PA levels but also a healthier cardiometabolic risk factor profile [32] ) or swimming (monitor removed for water activities). We also acknowledge that unmeasured confounders such as diet, race, pubertal status and socioeconomic position may have introduced bias, increasing or decreasing the ability of the current analyses to determine significant associations. Furthermore, the large sample size included in the current study might lead to small and significant associations that may be less clinically important. However, activity levels of children are highly variable and our estimates of the childrens' activity levels may not be fully representative, likely underestimating the 'true' association with risk markers observed when reallocating 10 min between the various indices of intensity. Indeed, the within-individual intraclass correlation coefficient for objectively measured physical activity in children has been estimated to be 0.5, indicating that the 'true' magnitude of association between Table 7 Theoretical change in insulin (mmol/L) of reallocating 10 min/day between sedentary time, light physical activity and moderate-tovigorous physical activity among children, adolescents and older adolescents LPA light physical activity, MVPA moderate-to-vigorous physical activity, CI confidence interval *Significant at p \ 0.05, **significant at p B 0.001 physical activity and cardiometabolic outcomes might be at least twice as strong as observed in the present study [33] . Finally, these associations were observed in generally healthy children and adolescents where cardiometabolic risk factors are less well-established, and single risk factors may relate weakly to physical activity intensity due to dayto-day fluctuations in both risk factors and patterns of physical activity [10] . Despite this, the pathogenesis of atherosclerosis may begin at an early age [34] , and individual cardiometabolic risk factors are shown to track from childhood to adulthood [35] [36] [37] . Thus, weak associations observed in childhood may transfer into substantial health problems later in life, especially when considered at the level of the population.
The strengths of the study include the large and heterogeneous sample of young people in which cardiometabolic risk factors were available in combination with objectively measured sedentary time and physical activity. All individual accelerometer data files were cleaned, processed and reanalysed in a standardised manner, allowing pooling of data from several studies. Lastly, the isotemporal substitution modelling framework is a novel analytical method to examine the theoretical effects of displacing a fixed duration of time between the various intensity domains.
Conclusions
Efforts aimed at replacing sedentary time with active behaviours could be effective in relation to a wide array of cardiometabolic risk factors in young people. Although some favourable associations were observed when replacing sedentary time with LPA, stronger and more consistent associations were observed when substituting sedentary time with MVPA, for most of the risk factors across age groups. Replacing LPA with MVPA showed similar effect sizes as replacing sedentary time with MVPA. These findings have important implications for public health and suggest public health efforts should continue to strive to increase physical activity of at least moderate intensity in youth.
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